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1T RERVAEICEEYT 5FE

EEE CEHBENME T LTV AEAIT 0.lmg o & G525 L, B2 +0Ic8lg2 L7-#%I12 02mg 12
WEITHZ L, 02mg CHIFFT 220 5 N2 WA ICITE L EOBEIIITHT, thosmEbl e
BEITH 2 &, [98 5]
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i (1 [E/H 4~6#E)
~ EMBEFF ORI 27 o F 7 Fu s o Hl L O
; ‘ _ R 2 e 350 5 0D L e B OV S 00 5 50 5 00
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B B b L 3;§Ekﬁbﬁoﬁﬁh & .
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(L[El/H 16 38F)
R R 130 gﬁgﬁfg&j“ﬂﬁéﬁ%&gﬁ@ﬁ%@
RIS (NTIRAEICHE . BRSO, | 0 b s et 1 3 5 3080 (1 [/ F 1 40D
o) IEE B
2) NJLF—)LD &g
A, o
HyEhesER SNV =)L D BEE VT — Ll S L & O AR R S




V. BRI HEE

(2) BRRFIEFRER

1) BEEE5HER

@ FLEEEHEEE SRR Y
R N B E 14 Bl &2 %50, 2 LA v v R FLBERSH 0.05mg, 0.1mg, 0.2mg Z#E & T HEIE G L
7o AERL BAMDZIMIE « ARFAEIZIX 0.2mg £ TIIRE 2 EETA DN o703, 0.1mg LA _E TN I+
DR T & SENCARFAER DA FRD BTz, EMERIEX 7R T 764 1 H12, 0.1mg T4 i+ 1
Bz, 02mg T4 Bl 2 FlZA LI TEBENVRICE D IRIE L7z, £z, 0.2mg 512 L0 RIE O FED
R U, Z2oft, OER, ERRAEEICITEEL RIF S RhoTz,

Q@ TR F BEEREHER Y

RN B 24 Bl 2t G, X LA v v RIS MERAI (N v — v 72 L)% 0.1mg, 0.2mg,
0.4mg, 0.6mg HEHRE A G L7, fER. BALILE « FRAAEITIL 0.6mg £ TIZRE REBIA LN >
7273, 0.2mg LA _E T E DR T & SEAARFEEL O A FR O Hiv 7z, SR EIE 0.4mg T 4 5l
1 B2, 0.6mg T4 FlH 2 FlCA LT, WL —ildE CEARIZ X 0 ERIZEE Lz, BRI A
2B W T 0.6mg 550 4 Bl 1 BN OEVERISMHE DY 7 D AL T2 DISMC B E T RIS A vz o 7z,
BRI DOV TIE, 02mg & 5-0 4 filH 1 T HMERE OB 2B 7223, FH5RZRICEE, £ 0
WO REEEZANLEAND > 722, BRANCRIEIZ 20> 12,

IAFIOAR SN BIEROAE @, RACITZ LA U S LT 02mg 2 1 B 1 BIR%ICRA#ES5S
%o, 7e¥s. . SERIC XV EEMET 5,

2) RiEHS5Y
BEEERE AN BPE 10 Bl 25512, 1 B 1 BB aE% LI —Lh 7B 02mg & 2 5 7w, 7 HREERHR
N U7, AR GRS, BREIEAY |, SRS 1 B, SPREDS 3 1], RESASPREDS 1 451, WHEA
FEARDY 2 B, FEED 1 BUS A DAL, M) - JRHE - RIE - OFERICFRICEIT R o 7o, o miEp
REACARIRE OfFHTEAR L 0 . AFNZ 1 B 1 GRS AEETH D | 2 OFRMER /2N 2 L3R
iz,

FEVARN DA S A7 R R OV & 3l RAICIES Ax v I e LC02mg % 1 A | BRBICRA#EST
Do TRF, AR, SERIC KD EEIET D,

(3) AERIGIFEHRAER

AR 2 AL AT ) S S 3R S

ATSZBRAR RIE NS © PEIR IR E 25 2 2 HBF 289 il &6t 12, /~ v —/v 71 1 H 1 1E 0.1mg, 0.2mg,
0.4mg O 3 HEKX T 7R 2 MW THlER% 4 B ARG L ZEERARIZBENT, "= 7
YL DOA X 0.2mg £ THEKFESZ Hh, 02mg & 0.4mg TIRIERI%ETH -7z, HREIERGEE X
9 I H (RAPEIRE . REPERIEE, REOHEE, PERBAGG OB, FRERO P, KRREE T RO
IMEEBYNDIR T, HERIE. BRI DO ZEAGICES O T EBENHE Lz, TORE, 04mgETF I +&
AHECAE DM (p<0.)23F8 O BTz, AT RUEGEEIL, RITHE K OFRR EOZEIZE SO TEIREN
HIE LT, ZOFER, 0.2mg Bf, 0.4mg BE TIRIFRZEOMAE TH Y . 02mg B, 0.4mg & L7 7 B ARERC
LA EIE > TW2(p<0.01 KT 0.05), HREIERSGERE K ORI AUGEE 2 G L CHEIRENHIE
L 7= kR 1T, 0.2mg B, 0.4mg B CIRIFRS DO TH > 72, BIEA KR OREFEMAE KGR £ 2 RS
U CERENHGE LTS Z 2, HRIRAMEITRD b h oo, BRSGEE E IS Z 2 E 2 HE L
TEIBENHE L= RAMEIZ, 02mg B, 04mg BETIZIERZORE TH Y . LLEORERN L LF—1
7NV OHEIL02mg NS ThH D LB ST,

EARFNOARBINT-HEROHE @, BAEIY A2 VB LT 02mg 2 1 B 1 BIEHICR OGS
%o 7RI, R, JERIC LV EEHERT 2,



V. BRI HEE

(4) HREERIEHER

1)

2)

(9)

(6)
D)

AR BR

B LA — 5 o LR ©

AT ARIEKIE IS O PRI E 2 3 2. 5 B 244 Bl /1502, »~ v — v 780 02mg %2 1 B 1 [BIE&
BT 4~6 HERAHEE L7277 2Rt EERIIERERRICB W T, T — A ST 7R
WL, BRERGEFOHIGH L MR A E BICHBEICUE L, ZeMETIET 78R LIZIZREOR
BThHolz,

REeMRER

R G35 D

ATSERRAE RIE L FE 5 BEIRIEE 2 3 2 2 B3 139 Bl & kR NV — v 7' v & 165 T 113 Flexible
dose T 6 » HRI(24 W) E L 0.1lmg/H XV 5 2B L T, 4 8 Z L ITHEOMRF 21TV, 1HFEH T
%, Fixeddose T6 » A& L, (BHEF | M L 1BEE LN TEE L 4F)IBHSE | ik TR H & CHEE A
ThOTEE Lz, ZORE, RIERGICEBWTHARFOMEITRR L, Z2E Lm0V 2 & AMRE I,

BE - WERIEER
R L

SARRAE A

FERRERE (—REABERE. HEEARGERE. EARBELERAZ) . RERTERT - N—XHA
E. MERFTRERSBRONE

@ FABERE UNILF—ILATEIL)

LRVEIZDOWTIX 4,173 BIDMENT RIS & Shv, RIWERIZEBLFRIT 2.13%(89/4,173 Yy TH Y . FEBLL 72 F
ZREIWERIE. DFEWVUA2 M), BARPERGO ). S50 ()R NESLSLE)E SHETHo7=,
BNEIZDOWTIE, ZRMERITRIGAER ) B 2 B E R RRIEGIE 432 B 2 BRU Nz 3,741 BRI &
Siz, 7= eV IR O B RERCEM - K RPER B, TREYIEESE) K Ot R T WL (BE
JRE. HERFEMSE)DOZE A FEIC, THZh, B, HIEARGE] O 2 BERE 3 X CRRHIE S v, AT
89.41%(3,345/3,741 i) TdH - 1=,

@ $#HRBIAE UNLF—ILATEIL)

R OLZ SR OFEINEZRHT 2 2 L2 BCREHIMA A 18 » H & LT TEHIHEHICHE
THRAE] NFEmSNT,

LAEPEIZ OV TIL 321 BT RIS & S, BIWERZELERIT 2.49%(8/321 i) Th - 7=,
BIWEIZDOWTIX, LRV R GE G > iR A O B E AN ReE B 42 41 & BRY N2 279 3103 bt 52
L ET, BRMEOREIL. A~V AR O B RER R OMMETT RO LA, T
B, RO, BB LGE, RE. Bk, HERE] O 5 B 6 X THIE S v, AMEMHT 5
JEB 279 BID> iR G UGE AR FLHIEFIZE 8 Bl 2Rz 271 BIOA R [HEESE) )T 55.72%
(151271 BN TH-7=, £7-. HEWME L TRELE 18 » AL LRSS LI-EMICEIT 52 AKX
77.32%(75/97 i) TH - 7=,

® HRBEFAE UNMLF—ILATEIL) P

B e RS [[ERRATSL IR 2 2 7 (1-PSS) . TN QOL A 22 7] % W 7= KEUFHAS I X 5 A %0k &
224 D FEAT

2004 4 10 H 225 2005 A 12 A £ CTHENi L7, MR <5 9,946 69 285 $11(2.9%)IZ 343 {EDEIVE
FADRTRD v, EEZEIWER I 4 $1(0.04%)1Z 4 B L7223 ARH) & RRBEER DN & 7R iE BN 22 0>
77o ERBIERIFEEINCRS & FEWED E W 75 1, IRArMED £ 34 18, B AP 12 14, 585,
FESTPEIRIME 234 10 15 Tdh -7, BIWEH 343 RO BEIERE 1L, B 272 1k, W5 64 1k, I 4 1,
BERHIHThHo, EERBIEMIET, Mtm, 1 vy X, HiiEFEE CTH -7,

A NIRRT 52 5,368 BIlICDUNT I-PSS J TF QOL 2 = 7Rl 24TV, & ST B2RBGEN TR bl
[-PSS (2D < BRIEIROUEE L, E2 193%. AR E 534%, AL E 80.1%, A2/
19.9% T o7, QOL A7 DUFHHEITED 163%. AL 37.2%., LA E 83.8%, RZE/HE
£ 162% CTdH - 7=,



V. BRI HEE

2) RREMELTERFEDORBEREEM L 1-5RE - HEBROBE
LR

() £oth

1) BR%EIRCIERER

2)

ASZIRE OO JRIE N 2 A B &8 9, HEKFR R RITE R OFRIR EOUED RO b il 10, 2k
BB DEHTRI G2 276 Bl D RAE 2 RIZR Lz, £o, “HEMIEGEBROFER, LT —/1 02mg 7 7'
V1 A1 EEREIZRBWTHAERRD bl 9,

551 A EYEEN B
0.lmg 1 B 1 [Hl§ 5 28.3%(15/ 53)
02mg 1 A 1 [HE#&S5 37.3%(62/166)
04mg 1 H 1 [A#&% 5 38.6%(22/ 57)

1) AR OAGR S RER O RIT, 8%, BRACIIZ A2 U IR S LT 02mg 2 1 B 1 BIREICKE D
59 %, ek, Fil, EIRIC &0 EESRY 5,

MEREEERARR 'Y UL F—ILATEIL)

BEEEFICB T 2 T — L OERNENREZ | AR & OV S FERE G BUR B O W IF 12DV TRRgt
L. fEEEWEERE L g L=, BIZ, NALF— AT ADr )T T A RIETEERE. IEEAKES
LOWFER 2 VT 7 0 AOERLZ M L, BHERERF TV CTARAIO MAE R N3 2 IO
THREHIIRG LTz, £ OfE R B REEREF BT 2 MFETREEY D Crax 2 Y AUC(Crnax 2 OV AUC) I,
TERERBRE L0 L 2N T3% KON 211% @0y 7228, MUERIERE A HRY D Chax & TN AUC(Crax 2 Y
AUCY)IXIZIFE L) o 72, ai-AGP R L AUC, & ORIZIZE WAHBI 2 2 5 3072 23(12=0.641, p<0.001),
o1-AGP JEFE & AUC,036(1>=0.130, p=0.186), Ccr & AUC,036(r=0.173, p=0.123)& ORNITFAREIR A 51
ol BEEERFIZBT D T = 72V OKRNEIREDOZIL, ai-AGP IREDOEE KR 2
EABAOZLICE AL, BHIHHEDKR TICEZ VAL LD TIERWI ERALNE o7, B B
BEREMEE B TI1d. BAMS RO LV LT —L 5 7RO E SR B I 5 23, 38
PYEMNCERERE 53 2 MFEF IR AR IXIZ & A EZ L LW 2 & ST,



VL.

EUWEEICEHTSEE

1. RESPICEEHZILEMRITILEME
AIFVY R a ZHRERA] 72 T
NOTINFNLNT IR o ZREEWA] . 7= 7 F oI D
T UFRa RGBS T, IV TRV
T 2=V ERT DR a ZRERR oY, ST PEUAE
HEYRIKBETH 5,
TR BEEO S (LAY OEE I RE X, RFTOETIRLEZZRTH L,

2. EEER

(1

(2)

1)

2)

3)

(3)

YERARLL - ERMER

VEHIERAL = AISZIR « JR3E -

TEHIBRFY « JRIE N ORISR D an 2R AT 2 2 L2k 0 JRIENEMFRO BN IR E 2 KT S
B BIZARIERAE A O JEIR IS 2 805 5,

HEEEA T B AEBRRAE

TR o RREEWER (/in vitro) Y

7 v NRIEREAR COZ BAAE A R L Y X RENIEA CTORHERIZIBWNT, ¥ A2 1 v G
[R-(-)-YM-12617] &, oy ZFERZ IR DOBAWNERT L, TOERIZT 7 Vv U HEEEE XY 122
~22f%, T2 FTIUATOVEBIE LY 45~140 (5581 CTh o T, 7. U X RENR, T > MEEE
B OVENE Y MEEERTORMEERIZBO T AT 2B E D b o ZAFMRITHT LT 5,400~24,000
fEOBERMEE R LT,

TERRREE (FRAE - BERE) RUBIMARIC® 3 546

b MR A COZAERE A FERICB N T, Z A2 0 L U [R-()-YM-12617] 1375
WA R0 22 4%, 7= F T I U AIEEEE LV 40 (5R o SRBERIERZRLIZ Y, £7-. #%
H o B PR5E, BN K OV B B AAE AR CORHERICIB W T, ¥ AAr v R [R-(-)-YM-
12617 1375V L U HRIE XY 23~98{%, 72 FTI I AV XV 87~320 {FHR\V a) ZAIK
HEWrE FH 2 7= LU 7= (in vitro)'>19),

Elol BREEA XZBNT, Z LA R IR [R-(-)-YM-12617] 1% ay SZARRIECHEIC & 2 JRIBNE B
FAAYREMME EF- X0 & 13 F8m <l Lz 17,

PERREEHREER (1 X, Sy k) B9

B AAT Y ORI BRI A 2B W T, JRIENEBRO R ARRIE 2R T S8, —J7, e
F v MZERBWT, HEEHIREMEIUHE & OV BEN R fifR I 8% R IE S o7z,

YEFFIREFR - HiGERERT 2

BB A XIZBWTC, 7 ==L 7 U UERRENE BRI 2R 0B GREOER 2t LiofE R, & A
Za v R T B 5% e e IRIENIE EFIHIER 2R LTz,

100ug/kg % G- DFNHNIZL 8 R FwfE L7z,



VI. EMEIEICEYT S5ER

1. M REOHS
(1) A LA MR R
AR L

(2) BRRFEEBR CHRAIN-MPEE
1) BEEgOks®
fERERR N NV — v 7BV 0.1mg~0.6mg R B 5 Lo & & IMEF R VAR 3% 5 7~8 I
BIZE—27 Zaa L, I 9.0~11.6 KifE] TH o 72, Coax L OV AUC 13- EIZIZIFHAI L T EH LT,

NVF—LATELERRORS (BK) BOMBHRRELAKRE

(ng/mL)
20 1
——-— 0.1mg
l ------ A----- 02mg
[[Il 15 { —— 04rng
2 - @== 06
i A 6mg
i ;1\
j‘r‘? '! ) PHELSE.
\!
2101 i ) (a=1)
'ﬂ: ,'I \
S i T
i ! D
3 k
5 il 1 l o ™
"k . ; S
S G ¢ S
£ S T S
0 — 6 (hr)
012 4 6 81012 15 24 30
g ]
NV =N I TN ORERAETORYERE AT A -4
#Xh’ﬁ:"‘% Tmax Cinax tin AUCo-30n MRT
(mg) (hr) (ng/mL) (hr) (ng * hr/mL) (hr)
0.1 7.0%1.3 32£0.5 11.6+=1.7 38.2£7.0 194=*12
0.2 8.0+1.4 5.7%+1.1 9.0+2.3 63.7£12.0 16.8+2.8
0.4 7.0+0.6 15.6*+1.9 10.8+3.3 186.3£22.3 18.1+44
0.6 7.5+0.5 15.6£2.1 9.8£1.2 172.7+30.3 16212

HARBOERSNI-AEROHAE 8%, RACZY 2 2e v ol LC02mg % 1 A 1 BI&ZRICEO&EET

Do P, AR, RIS KV IEEERT S,

(n=4, FHIHEESE)




VI. EWMEREICEET 5IEE

2) EfpEOmks Y

R A SN LT — L 0.4mg B 72 L(02mg X2 1 7R &2 1 B 1187 HEGERR G L- & &, tip LY
AUCo2a DD TNTHIN L7223, MR EHERS T 4 B B CEFRBICEE LT,

NLF—ILA TV EGROKRSRONFEDREAOEES HETEH
(04mg % 1 B 1 s, 7 HEERRS)

IEE) ) FEE 1 BH 48H 7HH
Tmax(hr) 7.33+0.42 7.33+0.84 6.6710.67
Crax(ng/mL) 13.2+2.1 13.4+2.4 16.5+3.8
Casn(ng/mL) 24+0.6 3.2+0.8" 3.2+0.9
t12(hr) 7.31+0.55 8.2940.65 8.3540.78"
AUCo-24n(ng * hr/mL) 141.6+243 177.9+37.0 191.1+41.7°
MRTo-24(hr) 10.8+0.3 104+03 10.0+0.3

(n=6. FHfHESE.)
* 1 HEOEEOMICARZED D (RISDH D tHuE. p<0.05)

AR OAGR S - FIE R O & lH, RACIEZ A2y B S LT 02mg 2 1 A 1 B&%ICRA#E5T
Do TP, AR, SERIC KD EEIET D,

3) NILF—IDERENILFT—ILATEILEDEYFEHRIEME 2
Rk AN IZx L7 B A A — "—1EIZC, 2L —L D §E 0.2mg & 5 WM v — v 7L 0.2mg O B
1% A G-IR5 D ML PR ZEAVIRIR EEHERS 2 LR L 72, # A A m o VIR O Cha X OV AUC 12380
THAIMICZEITRD 5T, DEEE B 7 AROEMFRRISEMEN R Sz,

NLF—ILDERUNILF—ILATEILD
HEKOKS (BR) BOmMERRELIKEE#E YD

(3)

(ng/mL)
10:
i 3] —— NIV F—VDEE02mg
4 ] —O— NIV F— AT EM02me
;E 6] n=20. 185
4 il +S.D.
ﬁ‘: ]
" 4
b J
BE 5]
0 IIIIIIIIIIIIIIIIIIIIIIIIIIIII(h)
0 6 12 18 24 30
K¢ ]
Cmax AUCt tl/za) Thnax
1) | =N
A ok (ng/mL) (ng * hr/mL) (hr) (hr)
L —/L D §E 0.2mg 0.2mg 434+132 63.5+22.9 11.70+2.96 7.00=22.04
NIVF 1 02mg TR 0.2mg 471181 62.020.8 10.27+3.27 7.8322.42

a) n=28

b
TR L

(n=29, F¥JfEES.D.)
AUC, : ko7 U v Z i £ TH AUC




VI. EWMEREICEET 5IEE

(4) BE - HHREOHE
BEOHED

RN VT =L 0.2mg B BNV EZENERE L BRIZ7 v A4 — N—ETHERR ARG L, MR
TEACARIRE % Lo U 7= 3, B 5D AUC)o X ZEJEREE 5 DBE D 83% TH Y . N —Lh 7k
WNDONAFTT XA ZEY T L IIBRFEOEBIUCEIDORIERTT 200 EHF 2 b7z,

NVF—L AT VERZORSFEOMBHRECKRE

(ng/mL)
104
—o— IR
ook SO

o FAfH+SE.

':F' T‘ (n=6)

N

I ;

\w l”

i ; \

i 4 N

A B
0 A — r T T (hr)
012 4 6 8 1012 15 24 30
RE
$EE 1 E ZE G 5 BHRG

Tmax(hr) 57103 7.31+0.7
Cmax(ng/mL) 9.1£13 6.310.7"
AUCy (ng * hr/mL) 113.9+20.7 94.5+14.8
MR T...(hr) 14707 18.0+1.2°

* o BRI GOE L ORICHEEZED Y (IO H 5 t E, p<0.05)

2. EMEERN/NS A=A
(1) A&
YR L

(2) RUEETFER
YR L
(3) HEEEEH
YR L
4) 2)753 X
EMER e L
(5) HHMBHE
MER e L
(6) ZDith
EME R L

(n=6

. FHEESE)



VI. EWMEREICEET 5IEE

3. BERMA (REaL—>ayv) @&H
(1) fEFAE

TR L
(2) 185 A — S EBER
DR L

4. B

(WA FT AT T 4 2
RN BIE10 412 T — 0 04mg I 7BV EZHERRO#E LTz & & Ot A 7 XA 780 7 ¢
£ 100 19% (CEAfEES D) Th o 72,

AR OAGR S - FIE R O & lH, RACIEZ A2y B S LT 02mg 2 1 A 1 B&%ICRA#E5T
Do TP, AR, SERIC KD EEIET D,

Q) TEN D B DU 2D

fERERL A 10 44123 F— 1 D $E 0.2mg /K 150mL & & bR S8 72 & S (RABHE . AKENT3 4
R S 7ok, e T S FIRAFREA 2 MR N OV & E & HIZEIR L7z & & (B O i 4
BACRIREE 2 bele UC, DR REEIR N o0 A 8 2 B L 72

s~V F— b D §E 0.2mg FEHE TRFIZ ISV T, MERR AR IR OB B 100.4%, £72, ) —/4 D
BE 0.2mg W FEFIX 92D FEME FHFOD Coax LE XY AUC LD FEHEIZVT Y 0% TH-72Z 2 L0, O
PEPNAEIEE S D ORI 22\ &5 2 BTz,

5. 445
(1) ik —REIFIERE
DR L

(2) hiE—BABREAPT BB
LR L

(3) Rit~DBTE
AR L

(4) BERA~DFITH
MM ER e L

(5) ZDHOBBADBTHE
AR L

(6) MTEAFEEE
b b AE 2o
(in vitro)  93.7~95.4%
(in vivo)  95.2~98.1%



VI. EWMEREICEET 5IEE

6. LB

(1) RESERURBER Y
b M TEAFRICESR LT FF O O-BlreF b, MBEOBILRIBLT I /b, BIZARk L-R#Y
DIRERI A UL 7 v 7 v R A 553 TGRS & 5 2 51 5 ORSCFH I LGRS,

R a= g SRS RN
VA AR RS Syb fX. ER

i

ﬁk’ CH; CH;

CH;0 —QCHQ— C —NHCH,CH,0 Q CH30—Q— CHy— C —NHCH,CH,0 @—(}H
H OH H

HyNO,S HyNO;S OCH,CHj;
M-1 M-2
/5-7#«1’2
Eb
B 2 Sk
1% Sk
Eh 1%
ER
CH;
CH0 —Q—cnz— C —NHCH;CH20~Q. HCl
H,NO,S H OCH,CH;
VAT ZHREE S EAVA=DZ . 3
= Zub
el /5';4\{3 i
ER e £k
CH e
= OH 3;" HOOCCHZO—Q
CH;0 CH,— C —NHCH,CH,0 i
OCH,CH;
HoNO,S I
2NO, OCH,CH; AL
M-3
ZubMX
Er CH;
WEask  HO CHy—C —NHCH;CH20@
H,NO,S H OCH,CH;,
M-4
Swbk
I2.ER
VAIZA=Pg SRERES

(2) RBIEBE5T 2EE CYPE) OnFE, FEERYD
2 LA a s ORENETIT CYP3A4 & 2D6 SRS L TWB EE X bz,

(3) PEEEHROERRUZOHE
TR L



VI. EWMEREICEET 5IEE

(4) REYMOEEOEERVEEL., FHELE
o ZAEEWEHOMEHIIRB W T, REY AM-1 (TIEETTEME 2R S R0 o 7208, REM-1~M-4) K T}
AIER(R-4) T Z A A v o REEIE DR 1/50 753 5 [R50 o 52 75 BEEBT R 2 7 L7z 3132,

CH,
HOOCCH,0 CH;0 CH,— c —NHCHZCHZO—Q
OCH,CH; H,oNO,S H OH
AM-1 M-1
Cly cH; OH
CH;0 @—CHZ— c —NHCHzCIIZO—Q— OH CH0 Q—CHQ— c —NHCH,CH,0 @
HoNO,S I OCH,CH;  H,NO,S H OCH,CH;
M-2 M-3
c
HO CHy— € —NHCH,CIL0
H,NO,S i OCH,CH;
M-4
AL
A HAT Y EZM=4>M-1>M-25M-3> > AM-13?
BELE

LA (81.0%), M-1-Sul(2.4%). AM-1(1.7%). M-1(1.6%). M-2(0.8%)*>

1. Bt
RN NV F— L T T2V % 0.1~0.6mg G- Lo & & #&54% 30 Kl & TORZEIARD IR Tk
MR 12.18~1421% LT —ETh-o7 3, Tz, ERR O &G Lz & L RPERISRICRE 2 A8
BN hoTz Y,
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KEIZHFHFEFTRR

4K
= 4 Boehringer Ingelheim Pharmaceuticals, Inc.
W 58 4 | FLOMAX®

HIE - #iks | Capsules : 0.4mg
F5eEH H 199748 H 1 H
EIEEREESHIES * FLOMAX is an alpha) adrenoceptor antagonist indicated for treatment of the signs and symptoms of benign

prostatic hyperplasia

+ FLOMAX capsules are not indicated for the treatment of hypertension

ML V& | - 0.4 mg once daily taken approximately one-half hour following the same meal each day. FLOMAX
capsules should not be crushed, chewed or opened.

+ Can be increased to 0.8 mg once daily for patients who fail to respond to the 0.4 mg dose after 2 to 4 weeks

of dosing.
+ If discontinued or interrupted for several days, therapy should start again with the 0.4 mg once-daily dose.
KEVRA SCEQ018 4F 12 H 2R
https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/020579s0331bl.pdf (2024 43 A7 7 & R)

KEIZH TS FFTRER

s

Astellas Pharma Ltd.

Flomaxtra® XL, 400 micrograms, film-coated prolonged-release tablet

I - Bl | Film-coated prolonged-release tablet.

Approximately 9 mm, round, bi-convex, yellow, film-coated tablets debossed with the code ‘04°.
FEEFEHH | 200547 H 11 H

ZhEE XTI | Flomaxtra XL in indicated in adults for the treatment of functional symptoms of benign prostatic hyperplasia

(BPH).

FER OV E | 4.2 Posology and method of administration

Posology
One tablet daily, to be taken with or without food.

i |E

B
pallball bay

5

Paediatric Population
The safety and efficacy of tamsulosin in children <18 years have not been established.

Method of administration

For oral use.
The tablet should be swallowed whole and should not be crunched or chewed as this will interfere with the

prolonged release of the active ingredient.

S [EUR AT SCE(2022 4R 12 A G
https://www.medicines.org.uk/emc/product/97/smpc (2024 4F- 3 H 7 7 & X)

EERNOAGBRNEOFH TAA ZEM 5 2 &


https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/020579s033lbl.pdf
https://www.medicines.org.uk/emc/product/97/smpc
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2. BIMSEIT BERAKRZIEER
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8.1 Pregnancy

Risk Summary

FLOMAX is not indicated for use in women. There are no adequate data on the developmental risk
associated with the use of FLOMAX in pregnant women. No adverse developmental effects were
observed in animal studies in which tamsulosin hydrochloride was administered to rats or rabbits
during the period of organogenesis (GD 7 to 17 in the rat and GD 6 to 18 in the rabbit) [see Data].

In the U.S. general population, the estimated background risk of major birth defects and of miscarriage
in clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Data

Administration of tamsulosin hydrochloride to pregnant female rats during the period of
organogenesis at dose levels up to approximately 50 times the human therapeutic AUC exposure (300
mg/kg/day) revealed no evidence of harm to the fetus. Administration of tamsulosin hydrochloride to
pregnant rabbits during the period of organogenesis at dose levels up to 50 mg/kg/day produced no
evidence of fetal harm.

8.2 Lactation

FLOMAX is not indicated for use in women. There are no data on the presence of tamsulosin
hydrochloride in human milk, the effects of tamsulosin hydrochloride on the breastfed infant, or the
effects of tamsulosin hydrochloride on milk production. Tamsulosin hydrochloride is present in the
milk of lactating rats [see Datal].

Data

Oral administration of radiolabeled tamsulosin hydrochloride to rats demonstrated that tamsulosin
hydrochloride and/or its metabolites are excreted into the milk of rats.

8.3 Females and Males of Reproductive Potential

Infertility

Males

Abnormal ejaculation including ejaculation failure, ejaculation disorder, retrograde ejaculation, and
ejaculation decrease has been associated with FLOMAX. Studies in rats revealed significantly
reduced fertility in males considered to be due to impairment of ejaculation, which was reversible.
Females

FLOMAX is not indicated for use in women. Female fertility in rats was significantly reduced,
considered to be due to impairment of fertilization.

H i 737

£

A=A N7 VT DA
(An Australian categorisation of risk of drug use in pregnancy)

B2(2024 /-3 H)

<BE  pEHOME>
F—=A T VT DI

: (An Australian categorisation of risk of drug use in pregnancy)

B2 : Drugs which have been taken by only a limited number of pregnant women and women of childbearing age,
without an increase in the frequency of malformation or other direct or indirect harmful effects on the human
fetus having been observed.

Studies in animals are inadequate or may be lacking, but available data show no evidence of an increased
occurrence of fetal damage.
https://www.tga.gov.au/prescribing-medicines-pregnancy-database
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(2018 /=12 A) 8.4 Pediatric Use

FLOMAX capsules are not indicated for use in pediatric populations.

Efficacy and positive benefit/risk of tamsulosin hydrochloride was not demonstrated in two studies
conducted in patients 2 years to 16 years of age with elevated detrusor leak point pressure (>40cm
H20) associated with known neurological disorder (e.g., spina bifida). Patients in both studies were
treated on a weight-based mg/kg schema (0.025mg, 0.05mg, 0.1mg, 0.2mg, or 0.4mg tamsulosin
hydrochloride) for the reduction in detrusor leak point pressure below 40cm H20. In a randomized,
double-blind, placebo-controlled, 14-week, pharmacokinetic, safety and efficacy study in 161
patients, no statistically significant difference in the proportion of responders was observed between
groups receiving tamsulosin hydrochloride and placebo. In an open-label, 12-month safety study, 87
patients were treated with tamsulosin hydrochloride. The most frequently reported adverse events
(=5%) from the pooled data of both studies were urinary tract infection, vomiting, pyrexia, headache,
nasopharyngitis, cough, pharyngitis, influenza, diarrhea, abdominal pain, and constipation.

YEE D SPC 4. Clinical particulars
(2022 % 12 H) 4.2 Posology and method of administration
Posology

Paediatric Population
The safety and efficacy of tamsulosin in children <18 years have not been established.

5. Pharmacological properties
5.1 Pharmacodynamic properties
Paediatric Population

A double-blind, randomized, placebo-controlled, dose ranging study was performed in children with
neuropathic bladder. A total of 161 children (with an age of 2 to 16 years) were randomized and
treated at 1 of 3 dose levels of tamsulosin (low [0.001 to 0.002mg/kg], medium [0.002 to
0.004mg/kg], and high [0.004 to 0.008mg/kg]), or placebo. The primary endpoint was number of
patients who decreased their detrusor leak point pressure (LPP) to <40 cm H20O based upon two
evaluations on the same day. Secondary endpoints were: Actual and percent change from baseline
in detrusor leak point pressure, improvement or stabilization of hydronephrosis and hydroureter and
change in urine volumes obtained by catheterisation and number of times wet at time of
catheterisation as recorded in catheterisation diaries. No statistically significant difference was found
between the placebo group and any of the 3 tamsulosin dose groups for either the primary or any

secondary endpoints. No dose response was observed for any dose level.
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